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4) ^ Claim(s) ±7 is/are pending in the application. 
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5) D Claim(s) is/are allowed. 

6) ^ Claim(s) 1J_ is/are rejected. 

7) Q Claim(s) is/are objected to: 
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1 1) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 
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DETAILED ACTION 

Examiner acknowledges receipt of request for extension of time, amendment and 
remarks, all filed 12/04/2006. Claim 1 is currently amended. Claims 1-7 are pending. 

Claim Rejections - 35 USC § 112 

1. The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

2. Claims 1-7 are rejected under 35 U.S.C. 112, first paragraph, as failing to comply with 
the written description requirement. The claim(s) contains subject matter which was not 
described in the specification in such a way as to reasonably convey to one skilled in the relevant 
art that the inventor(s), at the time the application was filed, had possession of the claimed 
invention. This is new matter rejection. 

The as filed specification does not support a PLGA biodegradable polymeric delivery 
system that has a level of from 10% to 30% w/w pore forming agent/polymer. Original claim 
provides support for level of 10% to 40% w/w. 

Claim Rejections - 35 USC § 103 

1. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

2. Claims 1-7 are rejected under 35 U.S.C. 103(a) as being unpatentable over Cleland et al. 
(US 5,643,605). 
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Cleland discloses compositions and methods for encapsulating adjuvants or biologically 
active agents in microsphere compositions (abstract, column 1, lines 8-10 and column 3, lines 1- 
9). The composition comprises PLGA microspheres encapsulating adjuvants (column 3, lines 
18-20). The ratio of lactide to glycolide is from 100:0 to 0-100 weight percent (column 3, lines 
22-23 and claim 1). The microspheres have a median diameter of 20-100|um (column 3, lines 
25-27); adjuvants, which are biologically active agents, are released in a triphasic pattern 
(column 3, lines 44-52); and the viscosity of the PLGA polymers is 0.1 to 1.2 dL/g (column 3, 
lines 40 and 58). Cleland further teaches a method for encapsulating the adjuvants in the PLGA 
microspheres. The method comprises dissolving PLGA in an organic solvent to produce a 
solution, adding adjuvant to the solution to produce PLGA-adjuvant mixture, adding the mixture 
to an emulsification bath to produce microspheres comprising second emulsion and hardening 
the microspheres to produce hardened microspheres comprising encapsulated adjuvants (column 
3, line 64 to column 4 line 8). The formulation further comprises carriers and the carriers used 
in the prior art are those described in Remington's Pharmaceutical Sciences, 16 th edition, 1980, 
(column 7, lines 4-10). Specifically, Cleland teaches that the formulation comprises 
preservatives, buffer or buffers, polyethylene glycol, mannitol and poloxamer non-ionic 
surfactant (column 9, lines 24-34). The pH of the formulation ranges from about 5-8 (column 9, 
lines 35-40). Cleland discloses proteins as adjuvants (column 9, lines 59-67). Cleland teaches 
that various molecular weights and lactide to glycolide ratios of PLGA used. The molecular 
weight of the PLGA ranges from 12 kDa to 100 kDa and that ratio of lactide to glycolide ranges 
from 50:50 to 75:25 (column 10, lines 2-5). 
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The polyethylene glycols and the poloxamer surfactants of the prior art are referenced as 
known and available on the market and therefore, have known molecular weights. But since the 
molecular weights recited in the application do not have units, a comparison of molecular 
weights cannot be made. It is thus assumed that the molecular weight of polyethylene glycols 
and poloxamer of the prior art is comparable to the claimed molecular weights. Therefore, it 
would have been obvious to one of ordinary skill in the art at the time the invention was made to 
use the teachings of Cleland. One having ordinary skill in the art would have been motivated to 
prepare the PLGA composition of Cleland according to the method taught in Cleland. Although 
Cleland is silent on the molecular weight of the polyethylene glycols and poloxamer, one having 
ordinary skill in the art would know to use polyethylene glycol and poloxamer of specified 
molecular since the polyethylene glycol and poloxamer are known and marketed (column 9, lines 
25-30). In the absence of a showing the recited molecular weights of polyethylene glycol and 
poloxamer are not critical over the prior art. 

Response to Arguments 
3. Applicant's arguments filed 12/04/06 have been fully considered but they are not 
persuasive. 

Applicant argues that Cleland's method involves a first step of dissolving PLGA in an 
organic solvent to provide a solution, ii) adding aqueous adjuvant solution to the organic 
solution, iii) adding the resulting solution from i) and ii) to an emulsification bath to produce 
microspheres. "Any PEG or poloxamer in Cleland" if used, is added to the aqueous adjuvant 
solution to protect the adjuvant from the organic solvent; that the amount of PEG and/or 
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poloxamer in Cleland is 0.1% to 30% (w/v) based on antigen solution vs. applicant's 10% to 
30% (w/w) based on polymer. 
Response: 

Regarding process steps outlined in i), ii) and Hi) and the use of the PEG or Poloxamer in 
Cleland vs. applicant's purpose: 

While applicant insists that the sequence of adding the ingredients makes the PEG and/or 
poloxamer to act as pore forming agents as the microsphere degrades, it is noted that pore 
forming ability is characteristic/properties of the PEG and/or the poloxamer. Properties or 
characteristic of a chemical or compound is inert to that chemical or compound, and in this case 
PEG or poloxamer, and not to the sequence of adding the chemical to form a composition. PEG 
is a known pore-forming agent (see claim 13 of US 4,795,644 to Zentner). Thus, although 
Cleland does not disclose that the PEG or Poloxamer is used as pore former, it is noted that the 
pore forming ability of the PEG or Poloxamer flows from the art recognized properties of these 
polymers. Therefore, if the PEG or poloxamer is acting as a pore forming agent in applicants' 
invention, then the same PEG or poloxamer would also act as a pore former in the prior art even 
if the art has not described the PEG or poloxamer as such. PEG or Poloxamer as pore forming 
agent as recited by applicants, or PEG/Poloxamer as stabilizer for protein as in the prior art, are 
functions of the PEG or Poloxamer flowing from the property of the PEG or Poloxamer. Also, 
one of the steps in the instant invention is a lyophilization step, which is one of the steps of 
drying disclosed by Cleland. 
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10-30% (w/w) in claimed invention vs. 0.1-30% (w/w) 
Applicant's reference that Cleland uses 0.1-30% PEG with respect to the 
adjuvant/antigen volume while the claimed invention uses 10-30% PEG (w/w) with respect to 
the polymer in the claimed invention is noted. However, Cleland 's disclosure in column 9, lines 
33 and 34 regarding the 0.1-30% (w/v) appears to be directed to non-ionic surfactants (column 9, 
lines 28-34) and not to PEG and/or trehalose. Specifically, column 9, lines 13-23, says that "the 
mass ratio of trehalose to polypeptide, which is antigen or adjuvant (column 6, lines 21-31), is 
about 1000:1 to 1:1000 with 100:1 to 1:100 preferred and 1:1 to 1:10, most preferred; the mass 
ratio of PEG to polypeptide is about 100:1 to 1:100 with 1:1 to 1:10 preferred; that the preferred 
ratio is chosen on the basis of excipient concentration that permits maximum solubility of 
polypeptide with minimum denaturation of the polypeptide. During encapsulation, X A mL of the 
adjuvant solution at 200 mg/mL, i.e. 100 mg of adjuvant, is used with 3 g of the PLGA (column 
13, lines 53-55; column 14, lines 12-14). The mass ratio thus ranges from (100 X 100 mg 
trehalose): 3 g adjuvant (76% w/w) to (1 X 100 mg Trehalose): 3g adjuvant (3% w//w); for PEG 
it ranges from (100 x 100 mg): 3g adjuvant (76%) to (1 x 100 mg PEG): 3 g adjuvant (3%). 
There is thus at least a point(s) within the range of 76% to 3% that touche(s) the recited range of 
10% to 30%. The recitation of a range in the claims indicates that no one specific ratio provides 
unexpected and unusual results and applicant' statement in the remarks is not unexpected since 
the Cleland reference discloses points within the recited range. Since the amount of PEG in 
Cleland with respect to the polypeptide (adjuvant) ranges from 76% to 3%, the recited range is 
encompassed in the Cleland range and is rendered obvious by Cleland. Thus the 10% to 30% 
allows for ratios within the Cleland range of 3% to 76%. 
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pH 

Therefore, since both the composition of the claimed invention and the prior art contain 
PEG or Poloxamer and biological agent, and mass ratio of PEG to adjuvant that overlap, it is 
reasonable to expect that the pH of the microenvironment would be the same for formulations 
that undergo lyophilization or vacuum drying, during which volatile excipients are expelled at 
the appropriate temperature and pressure. A pH of 5-8 in the prior art as described above is 
greater than 3, which is the pH called for by the claims. 

No claim is allowed. 

4. Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Blessing M. Fubara whose telephone number is (571) 272-0594. 
The examiner can normally be reached on 7 a.m. to 5:30 p.m. (Monday to Thursday). 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael G. Hartley can be reached on (571) 272-0616. The fax phone number for 
the organization where this application or proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



Blessing Fubara \ 
Patent Examiner 
Tech. Center 1600 
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